(Received for publication August 21, 1997) In the course of our screening for compounds that reverse multidrug resistance, we concentration of andrastin A in vincristine-resistant KB cells (VJ-300). Andrastin A alone had no effect on the growth of drug sensitive KB cells and VJ-300 cells. On the other to the P-glycoprotein in VJ-300 cells. The result suggests that andrastin A directly interacts with P-glycoprotein and inhibits the efflux of antitumor agents in drug resistant cells. Recently, many classes of chemicals, including verapamil and some other calcium channel blockers, cyclosporins, steroid hormones, and other compounds, were found to enhance the intracellular accumulation and cytotoxic action of P-glycoprotein transported drugs 10). However, the mechanisms by which these agents reverse MDR is not fully understood, and these agents have not been widely applied as chemosensitizing agents for the treatment of cancer because of their toxicity and/or low efficacy. 
Drugs
Andrastin A was prepared as described previously12). Vincristine was purchased from Shionogi Co., Ltd. 
Preparation and Photoafinity Labeling of Plasma Membranes
Preparation of the plasma membranes was performed as described by YANG et al.17) , with slight modifications.
In brief, cells were washed with phosphate-buffered saline (0.15M NaCl and 20mM sodium phosphate, pH 7.4) and were homogenized in 10mM Tris-HCl, pH 7.4, 250mM sucrose and 0.1mM phenylmethanesulfonyl fluoride for 60 minutes.
The membrane fraction at the interface pellet was resuspended (2mg/ml) and photolabeled in 50mM Tris-HCl, pH 7. We examined the effect of andrastin A on the sensitivity of KB-3-1-4 and VJ-300 cells to vincristine. KB-3-1-4 and VJ-300 cells were incubated with increasing concentrations of vincristine in the presence of andrastin A for 72 hours and the drug toxicity was determined by the MTT cytotoxicity assay. The IC50 values of vincristine for KB-3-1-4 and VJ-300 cells were 1.3 and 600ng/ml, respectively, in the absence of andrastin A ( Fig. 2A and 3A) , suggesting that the possibility of undetectable expression of P-glycoprotein or the existence of unknown MDR mechanisms in KB-3-1-4 cells because of verapamil also slightly enhanced accumulation of [3H]vincristine (Fig,  3A) . Although, [3H]vincristine accumulation was extremely reduced in VJ-300 cells as compared with that of KB-3-1-4 cells (Fig. 3B) , a significant accumulation of [3H]vincristine was observed by the addition of in VJ-300 cells (Fig. 3B) . The result suggests that the potentiating effect of cytotoxicity in VJ-300 cells (Fig.  2B ) was due to enhancement of intracellular accumulation of vincristine by andrastin A. 
Inhibitory Effect of Andrastin A on [3H]Azidopine
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